Although familial occurrence of malignant melanoma has been known for many years, it has recently become apparent that such melanomas may arise in association with multiple atypical pigmented naevi known as dysplastic naevi. This knowledge has allowed the identification of families and individuals in whom careful regular examination can lead to the early diagnosis of malignant melanoma or even its prevention by the excision of precursor lesions. This report describes a family in whom five primary malignant melanomas were excised from 2 individuals over a period of 18 months. Four dysplastic naevi were also removed during the follow-up period.
Case report
A 23-year-old man was referred to us in December 1981 because three moles had enlarged over the previous six months. He was. otherwise well but his father had two malignant melanomas excised 18 months earlier. Clinical examination revealed a large number of melanocytic naevi. Many of these naevi were large in size and showed an irregular border and varying shades of pigmentation. On the left forearm was a darkly pigmented tumour with an irregular margin ( Figure 1 ). Pigment appeared to be spreading into the surrounding skin and a malignant melanoma was diagnosed. Two further lesions on the trunk showed irregular areas of dark pigmentation. These three tumours were excised and all proved to be superficial spreading melanomas on histological examination. There was no clinical or radiological evidence of metastasis. Four naevi were excised four weeks later and these were all benign melanocytic naevi. With the aid of good close up clinical photographs and three-monthly reviews, four further naevi were found to have enlarged during the four years of followup. These were all excised and three were found to show the histological appearances of dysplastic naevi. The histology of one of these is illustrated in Figure 2 and shows elongation of the rete ridges with continuous junctional activity and bridging of melanocytes between adjacent rete ridges. The melanocytes have nuclear atypia, fail to show maturation and there is condensation of collagen around the elongated ridges known as lamellar This patient's father had two superficial spreading melanomas removed in August 1980. He suffered no recurrences but had a moderate number ofmelanocytic naevi of various shades. Two of these were excised and one showed some melanocytic atypia. Our patient's brother also has multiple large melanocytic naevi with irregular borders and varying pigmentation, but has declined to have any lesions removed.
Discussion
Familial occurrence of malignant melanomas was noted as early as 1820 1 , but it is only recently that familial melanomas have been noted to arise in association with clinically atypical melanocytic naevi. Munro'' described a patient with multiple active junctional naevi showing nuclear pleomorphism and mitotic figures, whosefather died ofa melanoma which had arisen in a naevus. Some larger kindred have been described under the terms BK mole syndrome" and familial atypical multiple mole melanoma syndrome". Clinical features of affected individuals are multiple large moles of variable size and colour which affect both exposed and unexposed skin together with a family history of malignant melanomas. Pigmentary 'leakage' from the edge of lesions is common and moles occurring on buttock skin are considered to be a significant feature. Serial photographs have demonstrated the transformation of these moles into malignant melanomas'', although melanomas have been observed to arise in the clinically normal skin of affected individuals''. Genetic studies have suggested that the susceptibility gene may be linked to the Rh locus on the short arm of chromosome 1 6 • Histologically, dysplastic naevi are compound melanocytic naevi with atypical melanocytic hyperplasia, elongation of the rete ridges, condensation of collagen around the elongated rete ridges, bridging of the atypical melanocytes between rete ridges and a lymphocytic infiltrate. The atypical melanocytes may be isolated in the basal epidermal area or may be disposed in irregular, ellipsoidally shaped nests, the long axes of which tend to be parallel to the dermo-epidermal interface. The individual atypical melanocytes are large and relatively pale, and mitotic figures may be seen. They may be either spindle shaped or large and epithelioid.
Following the description ofthe BK mole syndrome, the same group of observers noted that atypical moles and melanomas could occur together in a non-familial context and the name dysplastic naevus syndrome has been used to include both familial and sporadic cases? Unfortunately, when considering the risk of development of melanomas, the dysplastic naevus syndrome has to be subdivided. For individuals with the syndrome who have two family members with a malignant melanoma the annual melanoma risk has been calculated as 3000 per 10 5 population", This is 395 times greater than for the unselected general population in the United States and gives a lifetime risk of 100%. For individuals with other types of dysplastic naevus syndrome, i.e. less strong or no family history, the annual risk is 197 per 106population or 26 times that of an unselected population.
Wholesale prophylactic excision of all naevi in affected individuals is not the recommended management because the number of naevi may be very large and not all naevi in affected individuals will show dysplastic histology. In addition, dysplastic naevi may continue to appear through adult life and melanomas may arise in the normal skin of affected individuals". Lesions with a clinical suspicion of melanoma should be excised together with several dysplastic naevi initially to allow the diagnosis to be confirmed. Suggested further management includes regular follow up of affected family members at three to sixmonthly intervals with the help of close up clinical photographs's!", The basic defect in the syndrome remains to be determined but a link with other malignancies!' and endocrine disease 12 has been described. The importance ofexcessivesun exposure has been stressed although studies of unscheduled DNA synthesis in this condition are normal compared with xeroderma pigmentosum, where failure to repair ultraviolet damaged DNA is believed to be the abnormality allowing the development of premature sun induced skin malignancies.
Malignant melanoma is an important tumour which is increasing in incidence in many parts of the world. The recognition of the familial dysplastic naevus syndrome has allowed the identification of a relatively small number of individuals in whom careful follow up allows early diagnosis and even the prevention of some melanomas.
